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1. Certain claims were found unsearchable (see Box I). 

2. Q Unity of invention is lacking (see Box II). 



3. [~~| The international application contains disclosure of a nucleotide and/or amino acid sequence listing and the 

international search was carried out on the basis of the sequence listing ■ > 

j~[ filed with the international application. 

| | furnished by the applicant separately from the international application,- 

I I but not accompanied by a statement to the effect that it did not include 
— matter going beyond the disclosure in the international application as filed. 
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4. With regard to the title, the text is approved as submitted by the applicant. 
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| )( | the text is approved as submitted by the applicant. 

I I the text has been established, according to Rule 38.2(b), by this Authority as it appears in 
— Box III. The applicant may, within one month from the date of mailing of this international 
search report, submit comments to this Authority. 



6. The figure of the drawings to be published with the abstract is: 

Figure No. Q as suggested by the applicant Q None of the figures. 

| | because the applicant failed to suggest a figure. 

| ] because this figure better characterizes the invention. 
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Box I Observations where certain claims were found unsearchable (Continuation of item I of first sheet) 



This international search report has not been established in respect of certamxlaims under Article 17(2)(a) for the following reasons: 

1. | 1 Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 

REMARK : ALTHOUGH CLAIMS 37 - 59 ARE DIRECTED TO A METHOD OF TREATMENT OF 
( DIAGNOSTIC METHOD PRACTISED ON ) THE HUMAN/ANIMAL BODY THE SEARCH HAS 
BEEN CARRIED OUT AND BASED ON THE ALLEGED EFFECTS OF THE COMPOUND/COMPOSI- 
TION. 

2. | | Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such 
an extent that no meaningful international search can be carried out, specifically: 

1,2,14,19,20,32,37,38,50 and 55-59 
SEE ATTACHED SHEET 

3. Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1 . | | As all required additional search fees were timely paid by the applicant, this international search report covers all 

searchable claims. 

2. | | As all searchable claims could be searches without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 



3. | | As only some of the required additional search fees were timely paid by the applicant, this international search report 
covers only those claims for which fees were paid, specifically claims Nos.: 



4. | | No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest | | The additional search fees were accompanied by the applicant's protest. 

| | No protest accompanied the payment of additional search fees. 
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As the drafting of claim 1 encompasses such an ^ 
egormous amount of compounds (cf . definitigns of R - 
R" in connection with the last^proviso : "R" is aryj. 
substituted with sulfamyl or R is sulfamyl when ^ is 
phenyl not substituted with sulfamyl" [i.e., if R is 
aryl (or heteroaryl) other than phenyl, the sulfamyl 
group does not have to be present]), a complete search 
is not possible on economic grounds (see W1PO: PCT 
Search Guidelines; Chapter III, 2). 

Therefore, the search has been ^.imited to the 
compounds of claim 1, wherein R = (subst. ) phenyl. 
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A. CLASSIFICATION OF SUBJECT MATTER 

IPC 6 C07D231/12 A61K31/415 C07D231/14 C07D231/16 
C07D231/54 C07D401/04 C07D403/04 C07D405/04 
C07D495/04 

According to International Patent Classification (IPC) or to both national classification and IPC 



C07D231/18 
C07D409/04 



13. FIELDS SHARCIIHD 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 6 C07D 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category e 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



CHEMICAL ABSTRACTS, vol. 116, no. 1, 

6 January 1992, Columbus, Ohio, US; 

abstract no. 6480s, 

H.M. MOKHTAR ET AL. 'Synthesis of 

nitrogenous compounds, part III.' 

page 643 ; column 2 ; 

see abstracts and Chemical Abstract, 

CHEMICAL SUBSTANCE INDEX, vol. 116, 1992, 

page 1497CS: RN [137272-44-7] 

& PAK. J. SCI. IND. RES., 

vol.34, no.l, 1991 

pages 9-15 

cited in the application 

-/— 



1-5 



LH F 



Further documents arc listed in the continuation of box C. 



0 



Patent family members are listed in annex. 



• Special categories of cited documents : 

*A" document defining the general state of the art which is not 

considered to be of particular relevance 
*E" earlier document but published on or after the international 

filing date 

"L" document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date claimed 



"T" later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X* document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the international search 



8 March 1995 



Date of mailing of the international search report 



2 3. 03. 95 



Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patcntlaan 2 
NE - 2280 HV Rijswijk 
Tel. ('< 31-70) 340-2040, Tx. 31 651 epo nl, 
Pax: ( t 31-70) 340-3016 



Authorized officer 



Fink, D 
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C(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT 


Category ° 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


v 

A 


CHEMICAL Abo 1 KALI b, VOl. 114, no. <il, 


1 —C 

1— b 




27 May 1991, Columbus, Ohio, US; 






abstract no. 207194J, 






H.M. MUKHIAK bl AL Synthesis ot 






nitrogenous compounds. Part II. 1 






page 824 ; column 2 ; 






see abstract snd Chemical Abstracts, 






rUCMTrAI ClIDCTAMrCC 1 O+U Pa! Tort iv/o 

LntrlluAL oUDolANLto, iczn uoiiecxive 






Index, vol. 106-115, 1987-1991, page 






78406CS: RN [133506-86-2], [133507-34-3] 






and [133507-39-8J 






d r\ * iy 1 r>^T run r\ r~ C 

& PAK. J. SCI. IND. RES., 






vol.33, no. 1-2, 1990 






pages 30 - 36 




v 
A 


CHEMICAL ABb 1 KAL 1 b , VOl. Ill, no. 


1 -fi 




lo uecemoer iyoy, loiuftidus, umo, uo, 






abstract no. 232651b, 






H.M. M0KHTAR ET AL. 'Synthesis of 






nitrogenous compounds from d-unsaturated 






1,3-dicarbony 1 esters. Part 1. 






page 775 ; column 1 ; 






see abstract and Lhemicai ADstracT-s, 






CHEMICAL SUbblANCbb, l^tn LOIiectlve 






T K ~J^.w mC_1 1t 1 QQ7.1 QQ1 

Index, vol. lUo-iio, iyo/-iyyi, 






pagelZoiycs: KN [_i""iu uu y J 






and page 78406CS: RN [123909-33-1], 






[123090-21-7], [123909-29-5] and 






|_123909-lo-9J 






& J . CHEM . oUL . r AK . , 






vol. 10, no. 4, lyoo 






_ ^ A 'I A A, ^} A, 

pages 414 - 4Z4 




v 

A 


rUCMTPAl ARQTDAPTQ wnl 111 nn 7 
LntnlLAL Ado 1 KAU I o , vo 1 . ± i l , no. /, 


1-5 




1A Auniict 1 Q3Q Prilnmhiic flhi n 11^* 
1H- AUgUSL IjOj, UOIUIIIUUb, Ull IU, UO, 






abstract no. b/bl4t, 






MM MHI/UTAD 1 Cun+-knr-l r- r\-f f vm' c 1 iK C t 1 t 1 it Oft 

Hrl . nUKHlAK byntnesis ot tr l suds li t,u tea 






pyrazoies witM pobaiu ic on nm ilj uu ia i 






ac ui v 1 ty . 






page /^y ,coiumn i , 






see aDSxracT, ana unemicai ftusir aLti, 






PMFMTPAI <UIR^TANPF^ 1?th Collective 






Index, vol. 106-115, 1987-1991, page 






12844CS: RN [121650-33-7] 






& PAK. J. SCI. IND. RES., 






vol.31, no. 11, 1988 






pages 762 - 767 






cited in the application 






-/~ 
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C(ConUnuaUon) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category " Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



CHEMICAL ABSTRACTS, vol. 100, no. 5, 

30 January 1984, Columbus, Ohio, US; 

abstract no. 34458d, 

R. SOLIMAN ET AL. 'Synthesis and 

antidiabetic activity of some sulfonylurea 

derivatives of 3, 5-di substituted 

pyrazoles' 

page 444 ; column 2 ; 

see abstract and Chemical Abstracts, 

CHEMICAL SUBSTANCES, 11th Collective 

Index, vol. 96-105, 1982-1986, page 

58036CS: RN [88289-69-4], [88289-68-3], 

[88289-72-9] and [88289-71-8] 

& J. PHARM. SCI. , 

vol.72, no. 9, 1983 

pages 999 - 1004 

CHEMICAL ABSTRACTS, vol. 95, no. 11, 

14 September 1981, Columbus, Ohio, US; 

abstract no. 97662q, 

R. SOLIMAN ET AL. 'Preparation and 

antidiabetic activity of new substituted 

3-methyl -5-phenyl pyrazol esul f onyl urea 

derivatives . ' 

page 642 ; column 2 ; 

see abstract and Chemical Abstracts, 

CHEMICAL SUBSTANCES, 10th Collective 

Index, vol. 86-95, 1977-1981, page 7480CS: 

RN [78794-41-9] 

& J. PHARM. SCI. , 

vol.70, no. 6, 1981 

pages 602 - 605 

cited in the application 

EP.A.O 418 845 (FUJISAWA PHARMACEUTICAL 
CO., LTD.) 27 March 1991 
cited in the application 
see page 55; claim 1 

see page 32-41; examples 14.2, 15.3, 15.4, 

17.3, 19.1, 19.2, 22.1 and 22.2 

see page 21, line 54 - page 22, line 12 

EP,A,0 554 829 (FUJISAWA PHARMACEUTICAL 
CO., LTD.) 11 August 1993 

see page 30; claim 1 

see pages 20-27; examples 6.1, 6.5, 6.7, 
8.1, 8.7, 8.10, 9, 13.5 and 26.2 
see page 16, line 36 - line 52 

-/— 
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1,2,19, 

20,37, 

38,55-59 



1,2,19, 

20,37, 

38,55-59 
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C.(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ° Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



US, A, 4 146 721 (G. RAINER) 27 March 1979 



see column 1, line 16 - line 51 

see column 16; example 19 

see column 25; example 47 

see column 34, line 39 - line 47 

CHEMICAL ABSTRACTS, vol. 121, no. 11, 
12 September 1994, Columbus, Ohio, US; 
abstract no. 134017m, 

M.S.I MAKKI ET AL. 'Pyrazole derivatives. 
Part I. Synthesis and spectra of 
tri substituted pyrazoline and pyrazole 
derivatives with possible hypoglycemic 
activity. 1 

page 1023 ;column 1 ; 

see abstract and RN [156849-15-9] and 

[156849-12-6] 

& INT. J. CHEM., 

vol.4, no. 4, 1993 

pages 117 - 128 



1,2,19, 

20,37, 

38,55-59 



1,2 
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20-05-93 


AU-A- 


6307290 
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CN-A- 


1050382 
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JP-A-- 


3141261 


17-06-91 


US-A- 
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28-07-92 



EP-A-0418845 



27-03-91 



EP-A-0554829 11-08-93 AU-A- 3217493 12-08-93 

CA-A- 2088835 06-08-93 

CN-A- 1075959 08-09-93 

JP-A- 5246997 24-09-93 



US-A-4146721 


27-03-79 


DE-A- 
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PATENT COOPERATION TREATY 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION^ rBporV* DEC 

( PCT Article 36 and Rule 70) , '. : ' O PCT 



Applicant's or agent's file reference 
Searle 27 891 


fo» ciiDTHFD a rTiAN See Notification of Transmittal of International 

tUK r UK 1 HtK ACTION Preliminary Examination Report (Form PCT/IPEA/416) 


International application No. 

PCT/ US 94/ 12720 


International filing date (day /month/year) 
14/11/1994 


Priority date ( day /month f year) 
30/11/1993 


International Patent Classification (IPC) or national classification and IPC 

C07D231/12 


Applicant 

G.D. SEARLE & CO. et al. 



l. 


This international preliminary examination report has been prepared by this International Preliminary Examining 
Authority and is transmitted to the applicant according to Article 36. 


2. 


This REPORT consists of a total of J?* sheets, including this cover sheet 

| | This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70,16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consists of a total of sheets. 


3. 


This report contains indications and corresponding pages relating to the following items: 




I[X] 


Basis of the report 




«□ 


Priority 






Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 




IV □ 


Lack of unity of invention 






Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability, 
citations and explanations supporting such statement 




VI □ 


Certain documents cited 




VII □ 


Certain defects in the international application 




VIII g 


Certain observations on the international application 



Date of submission of the demand 
23/05/1995 


Date of completion of this report 

t2.'&33 


Name and mailing address of the I PEA/ 

European Patent Office 
.{m D-80298 Munich 

QUI Tel. ( + 49-89) 2399-0, Tx: 523656 epmu d 
EST Fax: { + 49-89 1 l 2390-4465 


Authorized officer 
Telephone No. 
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Intern, application No. 
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I. Basis of the report 



1. This report has been drawn up on the basis of (Replacement sheets which have been furnished to the receiving 
Office in response to an invitation under Article 14 are referred to in this report as "originally filed" and are 
not annexed to the report since they do not contain amendments,): 

[ ] the international application as originally filed. 

[x] the description, pages 1-183 

pages 

pages 

pages 



, as originally filed, 
filed with the demand, 
filed with the letter of 
filed with the letter of 



[x] the claims, Nos. , as originally filed, 

Nos. , as amended under Article 19, 

Nos. , filed with the demand, 

Nos. 1-20 , filed with the letter of 03.11. 95, 

Nos. , filed with the letter of , 



] the drawings, sheets/fig , as originally filed, 

sheets/fig , filed with the demand, 

sheets/fig , filed with the letter of 

sheets/fig , filed with the letter of 



2. The amendments have resulted in the cancellation of: 

[ ] the description, pages • 

[ ] the claims, Nos. . 

[ ] the drawings, sheets/fig « 

3. [ ] This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 
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V. Reasoned stateient under Article 35(2) with regard to novelty, inventive step and industrial applicability; 
citations and explanations supporting such stateaent 



1. STATEMENT 



Novelty (N) Claims 1-3 , 12 , 14 YES 

Claims 4-11 , 13 , 15-20 NO 

Inventive Step (IS) Claims YES 

Claims 1-20 NO 

Industrial Applicability (IA) Claims 1-20 ; YES 

Claims NO 



2, CITATIONS AND EXPLANATIONS 

1) . Although claim 1 and also the other independent claims 

comprise various provisos claims 1-3, 12 and 14 en- 
compass compounds or compositions already known from the 
prior art documents cited in the international search 
report* Compounds which have a sulf amyl-phenyl 
substituent in 1- or 5-position of the pyrazole and 
which are encompassed by the claims are disclosed in 
Chem. Abstr., Vol.111, N°232651b 
Chem. Abstr., Vol.114, N°207195k or 
Chem. Abstr., Vol.100, N° 34457c. 

2) . Particularly relevant for the evaluation of inventive 

step of the claimed sub ject-matter are 
Dl: EP-A-0 418 845 
D2: EP-A-0 554 829 
D3: US-A-4 146 721; 

Dl to D3 disclose pyrazole compounds with 

antiinf lammatoty activity. In the light of the prior art 
the problem to be solved by the present invention is 



Form PCT/IPEA/409 (sheet 2) (January 1994) 




Intern, application No. 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT PCT/US94/127 20 



seen in the provision of further antiinflammatory 
agents* The claimed solution cannot be considered as in- 
volving an inventive step (Article 33(3) PCT) for the 
following reasons. The antiinflammatory compounds dis- 
closed in Dl to D3 are structurally closely related to 
the claimed compounds; i.e. the claimed compounds are 
distinguished by the various provisos only. The claimed 
compounds comprise all the essential structural elements 
of the known NSAIDs so that a skilled person would have 
expected that they will have similar therapeutic ac- 
tivities. An inventive step could thus only be acknowl- 
edged for novel compounds if it could be shown that they 
differ from the known compounds by a common novel fea- 
ture which contributes to any unexpected advantage or 
property of the claimed compounds. From the description 
it can be taken that the claimed compounds selectively 
inhibit cyclooxygenase II over cyclooxygenase I. However 
such a selectivity ratio could only indicate an inven- 
tive step if it is shown to be unexpectedly improved in 
comparison with the structurally closest prior art com- 
pounds . 
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VIII. Certain observations on the international application 



The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 



The application contains various independent claims of 
the same category and does thus not meet the require- 
ments of Article 6 PCT because the claims as a whole are 
not clear and concise. In claim 12 the first proviso is 
not clear because formula II does not contain a 
substituent R x , 
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United States of America 
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Date of mailing (day/mo nth/year) 

18 December 1995 (18.12.95) 




International application No. 
PCT/US94/12720 


International filing date (day/month/year) 
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Applicant 

G. D. SEARLE & CO. et al 



The International Bureau transmits herewith the following documents and number thereof: 

copy of the international preliminary examination report and annexes (Article 36(3)(a)) 





The International Bureau of WIPO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 

Facsimile No.: (41-22) 740.14.35 


Authorized officer 

S. Mafia 

Telephone No.: (41-22) 730.91.1 1 
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run r UK I Ht,K ACTION Preliminary Examination Report (Form PCT/IPEA/416) 


International application No. 
PCT/ US 94/ 12720 


International fiiing date ( day i monthly ear) 

14/11/1994 


Priority date ( day i monthly ear) 

30/11/1993 


International Patent Classification (IPC) or national classification and IPC 

C07D231/12 


Applicant 

G.D. SEARLE &. CO. et al. 



1. This international preliminary examination report has been prepared by this International Preliminary Examining 
Authority and is transmitted to the applicant according to Article 36. 



sheets, including this cover sheet. 



This REPORT consists of a total of S 

1 I ™ s report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consists of a total of J&1 sheets. 
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I | X| Basis of the report 
II "Priority 

III Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

IV Q Lack of unity of invention 

V ^3 Reas °ned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

VI | | Certain documents cited 

VII Certain defects in the international application 
VIII Certain observations on the international application 
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I. Basis of the report 



1. This report has been drawn up on the basis of (Replacement sheets which have been furnished to the receiving 
Office in response to an invitation under Article 14 are referred to in this report as "originally filed" and are 
not annexed to the report since they do not contain amendments.): 

[ ] the international application as originally filed. 

[x] the description, pages 1-18 3 

pages 

pages 

pages 



, as originally filed, 
filed with the demand, 

., filed with the letter of 
filed with the letter of 



[x] the claims, Nos. , as originally filed, 

Nos. , as amended under Article 19, 

Nos. , filed with the demand, 

Nos. 2part / 3part,7part,8-ll,12part,13part,14-.2(>filed with the letter of Oi. 11.95, 
Nos. l,2part,3part,4-6,7part,12part,13part , filed with the letter of 16.01.96, 



[ ] the drawings, sheets/fig , as originally filed, 

sheets/fig , filed with the demand, 

sheets/fig ' , filed with the letter of 

sheets/fig , filed with the letter of 



2. The amendments have resulted in the cancellation of: 

[ ] the description, pages 

[ ] the claims, Nos. 

[ ] the drawings, sheets/fig 



3. [ ] This report has been established as if (some of) the amendments had not been made, since they have been 
considered to go beyond the disclosure as filed (Rule 70.2(c)): 



4. Additional observations, if necessary: 
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V. Reasoned statement under Article 35(2) 

citations and explanations supporting such statement 



with regard to novelty, inventive step and industrial applicability; 



1. STATEMENT 
Novelty (N) 

Inventive Step (IS) 

Industrial Applicability (IA) 



Claims 1-20. 
Claims 



Claims 



Claims 1-20. 



Claims 1-20. 
Claims 



YES 
NO 

. YES 
. HO 

. YES 
NO 



2. CITATIONS AND EXPLANATIONS 
1) 



2) • 



After the insertion of further provisos into the claims 
the claimed subject-matter appears to be limited also 
vi"S-a-vis 

Chem. Abstr., Vol.111, N" 232651b 
Chem. Abstr., Vol.114, N -207194j and 
Chem. Abstr., Vol.100, N" 34458d. 

The present application seems thus to satisfy the crite 
rion set forth in Art. 33(2) PCT. 

Particularly relevant for the evaluation of inventive 
step of the claimed subject-matter are 
Dl: EP-A-0 418 845 
D2: EP-A-0 554 829 
D3: US-A-4 146 721; 

Dl to D3 disclose pyrazole compounds with 
antiinflammatoty activity. In the light of the prxor art 
the problem to be solved by the present invention is 
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seen in the provision of further antiinflammatory 
agents. The claimed solution cannot be considered as in- 
volving an inventive step (Article 33(3) PCT) for the 
following reasons. The antiinflammatory compounds dis- 
closed in Dl to D3 are structurally closely related to 
the claimed compounds; i.e. the claimed compounds are 
distinguished by the various provisos only. The claimed 
compounds comprise all the essential structural elements 
of the known NSAIDs so that a skilled person would have 
expected that they will have similar therapeutic ac- 
tivities. An inventive step could thus only be acknowl- 
edged for novel compounds if it could be shown that they 
differ from the known compounds by a common novel fea- 
ture which contributes to any unexpected advantage or 
property of the claimed compounds. From the description 
it can be taken that the claimed compounds selectively 
inhibit cyclooxygenase II over cyclooxygenase I However 
such a selectivity ratio could only indicate an inven- 
tive step if it is shown to be unexpectedly improved in 
comparison with the structurally closest prior art com- 
pounds . 
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VIII. Certain observations on the international application 



The following observations on the clarity of the claims, description, and drawings or on the question whether the 



The application contains various independent claims of 
the same category and does thus not meet the require- 
ments of Article 6 PCT because the claims as a whole are 
not clear and concise. In claim 12 the first proviso is 
not clear because formula II does not contain a 
substituent R 1 . 



claims are fully supported by the description, are made: 
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What ±s claimed is: 

1. A compound of Formula I 




wherein R 1 is phenyl substituted at a substitutable 
position with one or more radicals selected from halo, d" c 10- 
alkyl, sulfamyl and 



9. -P H R s 
— S— N = C-N'* 



wherein R 2 is selected from hydrido, Ci-CiQ-alkyl , d _c 6 _ 
haloalkyl, cyano, carboxyS, Ci-Ce-alkoxycarbonyl , Ci-C 6 -carboxy- 
alkyl, Ci-C 10 -cyanoalkyl, Ci-C 6 -alkoxycarbonylcyano-C 2 -C 6 - 
alkenyl, C!-C 6 -haloaralkyl , Ci-C 6 -carboxyhaloalkyl, Ci-C 6 - 
alkoxycarbonyl-Ci-Cio-haloalkyl, d-Cs-aminocarbonyl-Ci-Cio- 
haloalkyl, Ci-CiO-alkylaminocarbonyl-Ci-Cio-haloalkyl , d~ c 6- 
N-alkylamino, d-C 6 -N, N-dialkylamino, N-arylamino, Ci-C 6 -N- 
aralkylamino, d-Ce-N-alkyl-N-aryl-Ci-Cg-alkylamino, C^Cq-N- 
alkyl-N-arylamino, d-Ce-aminoalkyl , Cl -C 6 -N-alkylamino-Ci-C 6 - 
alkyl, d-Ce-N^N-dialkylaminoalkyl, d-C 6 -N-arylaminoalkyl , 
d-Cs-N-aryl-Ci-Ce-alkylaminoalkyl, Ci-C 6 -N-alkyl-N-aryl- 
Ct -C 6 -alkylaminoalkyl, d-Cs-N-alkyl-N-arylamino-Ci-Cg- 
alkyl, d-C 6 -alkoxy t aryloxy, d-C 6 -aralkoxy , Ci-C 6 -alkylthio, 
arylthio, d-C 6 -aralkylthio , aminocarbonyl , C r C 6 -aminocarbo- 
nylalkyl', Cl -C 6 -N-alkylaminocarbonyl , N-arylaminocarbonyl , 
Ci _c 6 -N,N-dialkylaminocarbonyl, Ci-C 6 --N-alkyl-N-arylamino- 
carbonvl, c 3 -C 7 -cycloalkylaminocarbonyl ,. Ci-C 6 -carboxyalkyl- 
aminocarbonyl, d-Cs-aralkoxycarbonyl-Ci-Cg-alkylaminocarbo- 
nyl, Cx-Cg-hydroxyalkyl, 
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wherein R 3 is selected from hydride Ci-CiQ-alkyl , halo, 
cyano, Ci-Ce-hydroxyalkyl , Ci-Cs-alkoxy , Ci-Ce-alkylthio , 
Ci-Ce-N-alkylamino, Ci -Ce -N , N-dialkylamino , Cx-Ce-alkyl- 
sulfonyl and Cs-Cycycloalkyl ; 

wherein R 4 is selected from aryl-C2-C5— alkenyl, aryl, 
Qg-Cy-cycloalkyl, C3-C7-cycloalkenyl and five to ten membered 
heterocyclic; wherein R 4 is optionally substituted at a 
substitutable position with one or more radicals selected from 
halo, Cx-Ce-alkyithio, Cx-Cs-alkylsulf inyl , Ci-CiQ-alkyl, 
C 2 -C5-alkenyl / Ci-Cs-alkylsulf onyl , cyano, carboxyl, Ci-Ce- 
alkoxycarbonyl , aminocarbonyl , C x -Cs-haloalkyl , hydroxyl , 
Cl _ C6 - a i koxy/ Cx-Ce-hydroxyalkyl, Ci-C 6 -haloalkoxy , sulfamyl, 
Cl .C 6 _ a lkylaminocarbonyl / amino, Ci-Cs-N-alkylamino , Ci-Ce- 
N, N-dialkylamino, five or six membered heterocyclic, C3-C7- 
cycloalkyl-Ci-Cio-alkyl, nitro, 

R 7 R 7 R 7 

o s o 

wherein R 5 is Ci-Cio-alkyl; and 

wherein R 7 is selected from hydrido, Ci-CiQ-alkyl, aryl, 
and aryl-Ci-Cio-alkyl, 

wherein aryl wherever occuring means phenyl, naph-fchyl, 
tetrahydronaphthyl, indane, biphenyl, 

provided R 2 and R 3 are not identical radicals selected 
from hydrido, carboxyl and ethoxycarbonyl ; further provided 
that R 2 is not carboxyl or methyl when R 3 is hydrido and when 
r4 is phenyl; further provided that R 4 is not triazolyl when 
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R 



is methyl; further provided that r4 is not: aralkenyl when 
R is carboxyl, aminocarbonyl or ethoxycarbonyl ; further- • ... 
provided that R* is not phenyl when r2 is me thyl and r3 is .... 
carboxyl; further provided that R 4 is not 4 -chlorophenyl when R 2 is 
methyl and R is bromo; further provided that is not unsubstituted 
thienyl when R 2 is trif luoromethyl ; and further provided ' that 
R 4 is aryl substituted with sulfamyl, when r1. is phenyl not 
substituted with sulfamyl, 

or a pharmaceutically-acceptable salt thereof. 

2. Compound of Claim 1 wherein R 1 is phenyl, 
substituted at a subs ci cut able position with one or 
more radicals selected from f iuoro , chloro, methvl, 
sulfamyl and 

O o H V CH 3 
— S-N=C-N • 

wherein R 2 is selected from hydrido, methyl, 
ethyl, isopropyl, cere-butyl , isobutyl, hexyl , 
f luoromethyl , dif luoromethyl , trif luoromethyl , 
chloromethyl , dichioromethyl , trichloromethyl , 
pentaf luoroethy 1 , heptaf luoropropy 1 , 
dif luorochloromethyl , dichlorof luoromethyl , 
dif luoroethy 1 , dif luoropropy 1 , dichloroethyl , 
dichloropropy 1 , cyano , carboxyl, methoxycarbonyl , 
ethoxycarbonyl, isopropoxycarbonyl , terc- 
butoxycarbony 1 , propoxycarbonyl , butoxycarbonyl , 
isobutoxycarbonyl , pentoxycarbonyl , acetyl, propionyl, 
butyryl, isobutyryl , ■ valeryl , isovaleryl, pivaloyl, 
hexanoyl, trif luoroacetyl , cyanomehtyl, 
ethoxycarbonylcyanoethenyl , 1 , 1-dif luoro-i- 
phenylmethyl, 1 , 1-dif luoro-l-phenylethyl., 
dif luoroacetyl , me thoxycarbonyidif luoromethyl, 
dif luoroacetamidy 1 , N, N-d±methyldif luoroacetamidyl , N- 
phenyldif luoroacetamidyl , N- ethyl amino , methyl amino , 
N, N- dimethyl amino , N,N-diethylamino , N-phenylamino , N- 
benzylamino , N-phenylethylamino, N-methyl-N- 
benzyl amino , N-e thy 1 -N-phenylamino , N-methyl-N- 
pheny lamino , aminomethy 1 , N-methylaminomethy 1 , N , N- 
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dimethy laminomethyl , N-phenylaminomethyl , N- 
benzy laminomethyl , N-methyl-N-benzylaminomethyl , N- 
methyl-N-pheny laminomethyl , methoxy, ethoxy, phenoxy, 
benzyloxy , methyl thio, phenylthio, benzylthio, N- 
methylurea , N-methylthiourea , N-methylacetamidy 1 , urea , 

ureamethyl, thiourea, thioureamethyl , acecamidyl , n- 
phenylthioureamethyl , N-benzylthioureamethyl , n- 
methylthioureamethyl , N-phenylureamethyl , N- 
benzylureamethyl , N-methylureamethyl , N- 
phenylacecarnidylmethyl , N-benzylacetamidylmethy 1 , n- 
methylacetamidylmethy 1 , aminocarbony 1 , 
aminocarboriylmechyl , N-methylaminocarbony 1 , N- 
e thy 1 amino carbony 1 , N- isopropy laminocarbony 1 , N- 
propy laminocarbonyl , N-butylaminocarbonyl , N- 
isobutylaminocarbonyl , N- tejrt-buty laminocarbonyl , N- 
penty laminocarbonyl , N-pheny laminocarbonyl , N, N- 
dime thy laminocarbonyl , N-methyl-N-e thy laminocarbonyl , 
N- ( 3 - f luoropheny 1 ) aminocarbony 1 , N- { 4 - 
methylphenyl) aminocarbony 1 , N-(3- 
chlqrophenyl) aminocarbony 1 , N-methyl-N- (3- 
chloropheny 1 ) aminocarbony 1 , N- ( 4 - 
methoxyphenyl ) aminocarbony 1 , N-methyl-N- 
pheny laminocarbonyl , cyclopentylaminocarbonyl , 
eye lohexy laminocarbony 1 , carboxymethylaminocarbony 1 , 
benzyloxycarbonylmethylaminocarbonyl , hydroxypropyl , 
hydroxymethyl, and hydroxypropyl; 

wherein is selected from hydrido, methyl, 
ethyl, isopropyl, tart-butyl , isobutyl, hexyl, fluoro, 
chloro, bromo, cyano, methoxy, methylthio, 
methylsulf onyl, N-methy lamino , N-ethylamino , N,N- ■ 
dime thy lamino , N , N-die thy lamino r cyclopropyl, 
cyclopentyl, hydroxypropyl, hydroxymethyl, and 
hydroxy ethyl; and 

wherein R 4 is selected from phenylethenyl , 
phenyl, naphthyl, biphenyl, cyclohexyl, cyclopentyl, 
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cycloheptyl, 1-cyclohexenyl , 2-cyciohexenyl, 3- 
cyclohexenyl , 4-cyclohexenyl , 1-cyclopentenyl , 4- 
cyclopent eny 1 , benzo f ury 1 , 2,3 -dihy drobenzo fury 1 , 
1,2,3, 4-tetrahydronaphthyl, benzothienyl, indenyl, 
indanyl, indolyl, dihydroindolyl, chromanyl, 
benzopyran , thiochromany 1 , benzo thiopyr an , 
benzodioxolyl, benzodioxanyl , pyridyl, thienyl, 
thiazolyl, oxazolyl, furyl and pyrazinyl; wherein R 4 is 
optionally substituted at a substitutable position with 
one or more radicals selected from fluoro, chloro, 
bromo, methylthio, methylsulf inyl, methyl, ethyl, 
propyl, isopropyl, tert-butyl, isobutyl, hexyl, 
ethylenyl, propenyl, methylsulf onyl, cyano, carboxyl, 
methoxycarbonyl , ethoxycarbony 1 , isopropoxycarbony 1 , 
tert -butoxycarbony 1 , propoxy carbony 1 , butoxycarbony 1 , 
isobutoxycarbony 1 , pentoxycarbonyl , aminocarbony 1 , 
f luoromethyl , dif luoromethy 1 , trif luoromethyl , 
chloromethyl , dichloromethyl , trichloromethyl , 
pentaf luoroethy 1 , heptaf luoropropy 1 , 
bromodif luoromethyl , dif luorochloromethyl , 
dichlorof luoromethyl , dif luoroethy 1 , dif luoropropy 1 , 
dichloroethyl, dichloropropyl, hydroxyl, methoxy, 
methylenedioxy, ethoxy, propoxy, n-butoxy, sulfamyl, 
methylaminosulf onyl , hydroxypropy 1 , hydroxy isopropyl , 
hydroxymethyl, hydroxy ethyl , trif luoromethoxy , amino, 
N-methylamino , N-ethy lamino , N-ethy 1-N-methylamino , 
N,N-dime thy lamino, N,N~die thy lamino, formy lamino, 
methylcarbony lamino, trif luoroacet amino, piper adinyl, 
piperaziny 1 , morpholino , cyciohexy lmethyl , 
cyclopropylmethyl, cyclopenty lmethyl, nitro, 

R 7 R 7 . 

Y ' ' Y , and / Y 

o S . 0 

and 

wherein R 7 is selected from hydrido, methyl, 
ethyl, phenyl and benzyl; 

or a pharmaceutically-acceptable salt thereof. 
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3- Compound of Claim *2. selected from 
compounds, and their pharmaceutical^ acceptable salts, 
of the group_ consisting of 

ethyl 1- [4- (aminosulf onyl) phenyl] -5- ( 4-chlorophenyl) - 

lH-pyrazole-3 -carboxylate; 
ethyl 1- [4- (aminosulf onyl) phenyl] -5- { 4-methylphenyl) - 

lH-pyrazole-3 -carboxylate ; 
isopropyl 1- [4- (aminosulf onyl) phenyl] -5- (4- 

chlorophenyl) -lH-pyrazole-3 -carboxylate ; 

N- [4-methylphenyl] -1- [4- (aminosulf onyl) phenyl] -5- (4- 

f luorophenyl ) -lH-pyrazole-3 -carboxamide ; 
N- [3 -chlorophenyl] -1- [4- (aminosulf onyl) phenyl] -5 - (4- 

f luorophenyl ) -lH-pyrazole-3 -carboxamide ; 
N- [3 -f luorophenyl] -1- [4- (aminosulf onyl) phenyl] -5- (4- 

f luorophenyl) -lH-pyrazole-3 -carboxamide; 
N- [ 3 -f luorophenyl] -1- [4- (aminosulf onyl) phenyl] -5- (4- 

chlorophenyl ) -lH-pyrazole-3 -carboxamide ; 
phenylmethyl N- [ [1- [4- (aminosulf onyl) phenyl] -5- (4- 

chlorophenyl) -lK-pyrazol-3 -y 1] carbonyl] glycinate; 

4- [5- (4-bromophenyl) -3 -cyano-lH-pyrazol-l- 
yl] benzenesulf onamide; 

4- (3 -cyano-5- ( 4- f luorophenyl) -lH-pyrazol-1- 
yl] benzenesulf onamide ; 

4- [5- (4-chlorophenyl) -3 -cyano-lH-pyrazol-l- 
yl] benzenesulf onamide ; 

4- [ 3 -cyano-5- (4-methoxyphenyl) -lH-pyrazol-1- 
yl] benzenesulf onamide; 

4- [3 -cyano-5- (4-methylphenyl) -lH-pyrazol-1- 
yl] benzenesulf onamide ; 

4- [3 -cyano-5- (4-methylthiophenyl) -IH-pyrazol-l- 
yl] benzenesulf onamide ; 

4- [5- ( 5 -chloro- 4-methoxyphenyl) -3 -cyano-lH-pyrazol-l- 
yl] benzenesulf onamide ; 

4- [5- ( 5 -bromo- 4-methoxyphenyl) -3-cyano-lH-pyrazol-l- 
yl] benzenesulf onamide ; 

4- [3 -cyano-5 -phenyl-lH-pyrazol-1- 
yl] benzenesulf onamide; 
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4- [ 4 -chloro-5 - { 4 -f luorophenyl ) -iH-pyrazol-1- 

yl] benzenesulfonamide ; 
4- [4 -chloro-5- (4-chlorophenyl) -lH-pyrazol-1- 

yl ] benzenesulfonamide ; 
4- [4-bromo-5- (4-chlorophenyl) -IH-pyrazol-l- 

y 1 ] benzenesulfonamide ; 
4 - [ 4 -chloro - 5 -phenyl - lH-pyrazol - 1 - 
yl] benzenesulfonamide ; 

4- [4-chloro-5- (3 , 5-dichloro-4-methoxyphenyl ) -1H- 

pyrazol- 1-yl] benzenesulf onamide ; 

4- [4-bromo-5- (4-methylphenyl) -lH-pyrazol-1- 

yl] benzenesulfonamide ; 
4- [4-chloro-5- {4-methylphenyl) -lH-pyrazol-1- 

y 1 ] benzenesulfonamide ; 
4- [ 4 -chloro-5- { 3 -chloro-4 -methoxyphenyl ) -lH-pyrazol-1 

yl ] benzenesulfonamide ; 
4- [4-chloro-5- ( 4 -methoxyphenyl) -lH-pyrazol-1- 

yl] benzenesulfonamide ; 
4- [4-bromo-5- ( 4 -methoxyphenyl) -lH-pyrazol-1- 
^ yl] benzenesulf onamide ; 

4- [4-cyano-5- ( 4 -methoxyphenyl) -lH-pyrazol -1- 
yl] benzenesulf onamide ; 

4- [4 -chloro-5- (4-chlorophenyl) -3- (trif luoromethyl) - 

lH-pyrazol-l-yl] benzenesulf onamide ; 
4- [4-ethyl-5-phenyl-3- (trif luoromethyl) -lH-pyrazol-1- 

yl] benzenesulfonamide ; 
4- [4 -me thy 1- 5 -pheny 1-3- (trif luoromethyl) -lH-pyrazol- 

1 -y 1 ] benz enesul f onamide ; 
4 - [ 5 - ( 4 -me thoxypheny 1 ) - 4 -methyl -3 - ( tri f luoromethyl ) - 

IH-pyrazol-l-yl ] benzenesulfonamide ; 
4- [5- (4-chlorophenyl) - 4 -me thyl-3 - (trif luoromethyl) - 

IH-pyrazol-l-yl] benzenesulf onamide ; 
4 - [5 - (4-chlorophenyl) - 4 -ethy 1-3 - (trif luoromethyl) -1H 

pyrazol-l-yl] benzenesulf onamide ; 
4_ [4-ethyl-5- (4-methylphenyl) -3- (trif luoromethyl) -1H 

pyrazol - 1 -yl ] benzenesulfonamide ; 
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(crifluoromechyD-lH py^ 

yUbenzenesulfonamide; lu0 romethyl) - 

4 . t 4-echyl- (4 " enzenesu ifonamide; 

1H . py razol-l y i nyi) . 3 _ 

4_ [4 -etnyl-5 U raz0 l-l- 
(trifluoromethyl) 1H PY 

y Ubenzenesulfonamide; lu0 romethyl) - 

„v, 0 nvl) -4 -methyl- ^ 
4 _ [5 . ( 4-fluorophen^ nesuifonamide; 

lH-pyrazol-l-y-J D 3_ (tri fluoromethyl) - 

.v^i-5- (4-methylphenyl) -J 
4- t 4-mechyl 5 1 enesul f onamiae; 

1H -pyrazol-l yll omechyi ) -IH-pyrazol 

4 . l4 -fluoro-5-phenyl-3-^r 

i-yllbenzenesulf onamxde; mettiyl) -1H- 

c (4 -crilorophenyl)-3 (cut- 

_[4-chlora=3- iQ 1IiU 

yUbenzenesulfonam.de; ? . 1H . pyraz ol- 

-bromo-3-(di£luoromethyl) 
yllbenzenesulfonaa3.de; ethoxyp henyl) 

-colore- (dx enzenesulfonam ide; 

1H . py razol - y ; heriyl _ 1H _ py razol-l- 
_ [4 -chloro-3-cyano-5 pneny 

yllbenzenesulfonamxde; azQl 
. L ,-chloro-5-(4-chloro P henyl) 

yllbenzenesulfonaxu.de; ^ _ 1H _ pyraZ o 

_ l4 -chloro-3-cyano-5-(4 

yUbenzenesulf on^de; _ iH . pyrazol 
_. 4 -bromo-3-cyano-5-^ 

_ [ 4 -bromo-3 -cyano 

chlorophenyl) -1H PY^ 



(< 

0 4 

4 _ [4-bromo 

4-t4 

25 

4 

4-14 

30 4 

4_ [4-bromo 

4 

35 
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methvl [1- ( 4-aminosulf onylphenyl) - 4 -chlor o - 5 -pheny 1 - 

lH-pyrazol-3-yi] carboxylate ; 
methyl [1- { 4-aminosulf onylphenyl ) -4-chloro-5- (4- 

chloropheny 1 ) - IH-pyrazol -3 -y 1 ] carboxylate ; 
ethyl [1- (4-aminosulf onylphenyl) -4-chloro-5- (4- 

chlorophenyl) - IH-pyrazol -3 -yl] carboxylate ; 
methyl [1- ( 4-aminosulf onylphenyl) -4-chloro-5- (4- 

f luorophenyl ) - lH-pyrazol-3 -y 1 ] carboxylate ; 
methyl [1- ( 4-aminosulf onylphenyl ) -4-bromo-5- (4- 

f luorophenyl) -lH-pyrazol-3 -yl] carboxylate ; 
methyl [1- ( 4-aminosulf onylphenyl) -4-chloro-5- (3- 

chl oro - 4 -me t hoxypheny 1 ) - 1H- py razo 1 - 3 - 

yl] carboxylate; 
methyl [1- (4-aminosulf onylphenyl) -4-chloro-5- (3,5- 

dichloro-4-methoxyphenyl) -lH-pyrazol-3 - 

yl] carboxylate ; 
methyl [1- ( 4-aminosulf onylphenyl ) -5- (3-bromo-4- 

me t hoxyph eny 1 ) - 4 - chl o r o - 1H - py r a z o 1 - 3 - 

yl] carboxylate; 
[4 -chloro-3-isopropy 1-5 -phenyl -IH-pyrazol -1- 

. yl] benzenesulf onamide ; 
4- [4-chloro-3-methyl-5-phenyl-lH-pyrazol-l- 

yl] benzenesulf onamide ; 
4 - [ 4 - chlor o - 3 -hy droxyme thy 1-5 -pheny 1 - lH-pyrazo 1 - 1 - 

yl] benzenesulf onamide ; 
4- [4-chloro-5- (4-chlorophenyl) -3 -hy droxyme thy 1- 1H- 

pyr azol - 1 -y 1 ] benz enesulf onamide ; 

4- [5- (4-chlorophenyl) -3 - (trif luoromethyl) -lH-pyrazol- 

1 -y 1 ] benz enesul f onami de ; 
4- [5 -pheny 1.-3- (trif luoromethyl) -lH-pyrazol-1- 

yl] benzenesulf onamide ; 
4 - [ 5 - ( 4 - f luorophenyl ) - 3 - ( trif luoromethyl ) - lH-pyrazol- 

1-yl] benzenesulf onamide ; 
4- [5- (4-cyanophenyl) -3 - (trif luoromethyl) -lH-pyrazol-1- 

y 1 ] benzenesulf onamide ; 
4- [ 5- (2, 4-dif luorophenyl) -3 - ( trif luoromethyl) -1H- 

pyrazol-l-yl] benzenesulf onamide; 
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- [5- (4-methoxyphenyl) -3- ( trif luoromethyl ) -IH-pyrazol- 

1 -y 1 ] benz enesul f onamide ; 
- [5- (3 , 4-dichlorophenyl) -3- (trif luoromethyl) -1H- 

pyrazol-l-yl] benz enesul f onamide ; 
- [5- (4-bromophenyl) -3 - ( trif luoromethyl ) -lH-pyrazol-1- 
yl] benzenesulf onamide ; 
4- [5- (2, 4-dichlorophenyl) -3- (trif luoromethyl) -1H- 

pyrazol - 1 -y 1 ] benzenesulf onamide ; 
4_ [5- (3-chlorophenyl) -3- ( trif luoromethyl) -lH-pyrazol- 

1-y 1 ] benz enesul f onamide ; 
4- [5- (4 -me thy lpheny 1) -3- ( trif luoromethyl) -lH-pyrazol- 

1-yl] benzenesulf onamide ; 
4- [5- (2-chlorophenyl) -3 - ( trif luoromethyl) -iH-pyrazol- 

1-yl] benzenesulf onamide; 
4- [ 5 - (2-f luorophenyl) -3- (trif luoromethyl) -IH-pyrazol- 

1-yl] benzenesulf onamide ; 
4- [5- (4-aminophenyl) -3- (trif luoromethyl ) -lH-pyrazol-1- 

yl] benzenesulf onamide ; 
4 - [ 5 - ( 2 -me thy lpheny 1 ) - 3 - { tri f luoromethyl ) - lH-pyrazol - 

1-yl] benzenesulf onamide; 1 
4- [5- (4-f luoro-2-methy lpheny 1) -3- (trif luoromethyl ).-lH- 

pyrazol-l-yl] benzenesulf onamide; 
4- [5- ( 3 -methy lpheny 1) -3- ( trif luoromethyl) -lH-pyrazol- 

1-yl] benzenesulf onamide ; 
4- [5- (4-ethoxyphenyl) -3- ( trif luoromethyl) -IH-pyrazol- 

1-y 1 ] benzenesulf onamide ; 
4- [5- (3 # 5-dimethylphenyl-4-methoxy) -3- 
( trif luoromethyl) -lH-pyrazol-1- 
yl] benzenesulf onamide ; 
4- [5- (3 -f luorophenyl) -3- (trif luoromethyl) -lH-pyrazol- 

1-yl] benzenesulf onamide; 
4 - [ 5 - ( 3 - f luoro - 4 -me thoxypheny 1 ) - 3 - ( tri f luoromethyl } - 

lH-pyr a z o 1 - 1 -y 1 1 benz ene sul f onamide ; 
4- [5- (4-methylthiophenyl) -3 - (trif luoromethyl) -1H- 

pyrazol-l-yl] benzenesulf onamide; 
4 - [ 5 - ( 4 -chloro-3 -methy lpheny 1 ) -3 - { trif luoromethyl ) -1H- 
pyrazol - 1 -y 1 ] benzenesul f onamide ; 



AMEftDHI SHEET, 



^^ol-X-yll^^-urifiuorce^yU-XH-py 
4 _[5-(2-me 



4 



4 



...X-yllbenzenesux _ 1H -pyrazol- 

X-yllbenzene9ulfonam3.de. luoro methyl) - 

r 5 _ (4 -mechoxy-3-metny v fona mide; 

4-l5-(3-chloro - .^sulfonamide; 

wraMl-l-yU*""""""^ (critluor on>e C hyl) -1B- 

IH-pyrazol-l y 5 _ methy lphenyl) -3- 

4 „ [5 .0-chloro-4-nve t ho-y . 

(trifluoromethyl) 1H PY 

y l^enzenesulf onamn.de; rif luoromet nyl) -1H 

iH-pyrazol-1 - llph enyl>-3- 

yLl benzenesulf onamxde; f luor ometbyl) - 
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ts . hylthiophanyi) -3- 

„ rtimet>wlanino) phenyl) -3 
.H-pyrazd-l vU ophenyi) _ 3 _ (cri£luorom e t hyl, -IB 

;Chy lphenyl) "3 



pyrazoJ 
a - f 5 - ( 4 -mecW 

4 ' 1-yUbenzenesulfon^de, 
4 



X-yllbenzenesuxw.^ _ LH -pyrazol-l- 
4 _ t5 _ (4-methoJcyphenyl) -3- I 

.3 - ^« " 

1H -pyrazol-l-y 1 b«n«en hyl) _ 1H -pyrazol 

A _ [5 _(4-chlbrophenyl)-3 (to 

i-yllbenzenesulfonamxde: uoromet nyl) - 

0 , >,ioro-4-mecho 3 cyphenyl) 3 iQ 

4- C5- (3-chloro 4 eneSU lf onamxde ; 

lH-pyrazol-l-y 1 ^ _ 3 _ (difluoromechyl) 

pyrazol-l-yll^ nzen ^_ luoromert yl) -1B- 
, „ (3 4-dimecboxyphenyl) -i 
35 4 - IS- (3.* ^sulfonamide. 

pyrazol--L yj-j 



_ [5 _ (3 , 5-dichloro-4-mechoxyphenyl) -3- 
(dif luoromethyl) -IH-pyrazol-l- 
y l]benzenesulf onamide; 
4 _ [5 - (3 , 5-dif luoro-4-methoxyphenyl) -3- 
( dif luoromethyl) -IH-pyrazol-l- 
vl]benzenesulfonamide; 
4 . [5 - < 2 Lthoxyphenyl, -3- (diEluo^e.hyi, -IH-pyrazol 
i-yllbenzenesulfonami.de; 
[5 - (3 -bromo-4-methoxyphenyl) -3 - (dif luoromethyl) -1H 
r, v -razol-l-yl]benzenesulfonamide; 

pyrazol y j . henvl) _ 3 _ (d if luoromethyl) -1H- 
4 .[5-(4-methylsulfonylphenyl) -> 

pyrazol-l-yllbenzenesulfonannde; 

,n 7 _ cheDtaf luoroDropyl) -1H- 
4 _[5-(A-chloropnenyl) -3 ineptatx 

nvr azo 1 - 1 -y 1 1 benz enesul f onamide ; 
" -5 frhloro-dif luoromethyl) -1H- 

4 _[5-(d-chlorophenyl) -3-(ch±oro u 

pyrazol-l-yllbenzenesulfonam^de; 

[5 - (-chlorophenyl) -3- (pentaf luoroethyl) -1H- 
pyrazol-I-yll^nzenesulfonamxde; 

d . [5 - (4-f luorophenyl) -3- ( 3 -by dr oxypr opy 1 ) - 
1 H-pyrazol-l-yllbenzenesulf onamide; 

4 . C 5 - ( 3 . 5 -dichloro-4 -methoxypheny 1 ) -3 - < 3 - 
hydroxypropyl) -lH-pyrazoL-1- 
vllbenzenesulf onamide; 

pyrazol - 1 -yl 1 ^nz enesul fonamide : 

4 _ (5 -U-chlorophenyl, -3- (cyano^nyU -IH-pyrazol-l 

yllbenzenesulf onamide; 
4 - [3 -(chloro-difluorome t hyl)-5-(3-fluoro-4- 

0 methoxyphenyl) -IH-pyrazol-l- 

vllbenzenesulf onamide; 
ethyl 3- [1- (4-aminosulf onylphenyl) -5- (phenyl) -1H 
pyrazol^-yll^-cyano^-propenoa.e; 

4- l5 - (Phenyl) -3- ( f luoromethyl) -IH-pyrazol-l- 
5 yiibenzenesulfonam2.de; 

A . r 5 - (5-bromo-2-thienyl) -3- (dif luoromethyl) -1H- 
pyrazol-l-yllbenzenesulfonamxde; 
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4- 
4-15' 



, -Hienyl) -3- (dif luoronechyl) -1E- 

pyr.«ol-Wil»«*« (di£luor om e chyl) -IK-pyrazol-l 
4 . t5 -(l-cyclohexenyl)-3 I 

yUbenzenesulfon-ide;^^ _ iH _ pyrazol _ 1 . 

4-(5-(cyclohexyl)-3-l<i3. 

y 3.]benzenesul£ona^de. uoroMt:lwl) -1H- 

4-lS-ll.*-^°^ n ; S < ^l f on»ia.. 

^° 1 - 1 - yl 'r - -"-^hylcyclohexyl, 

[5 _(2-toenzofuranyl)-3 iai 

yllb enzenesulf ona^de ; luoromftChy u -1H- 

(1 3 -benzodioxol-5-yl) 
^azol-l-y^^enesulfcn^de. 

. -3- ( «if loor—tWD -IH-pyrazol-l- 

4 - l5 -(2-benzoiuryl) 

yilben z e nesul£ 0 namxde, echyl) 

wr azol-l-yH^ e ^ S ^ (cri£luor omechyl) 

pyr azol-l-yU--^ oromechyl) . 1H -pyrazol-l- 

[5 _ (5-indanyL) --5" 

.H-^azol-l-y ^ - eSU luoromechyl) -iH-pyrazol- 

i-yUbenzenesulfona^de; _ 
. , , 2 3 . 4 -teurahydronaphth S y 

yllb er,z e nesuUonamxde; OTechyU .^^ol-l- 

4- t S-(2-benzotl 1 i e nyl)-3-(« 

„ rc; (3 4-dihydro-2H i 

(tri^luoromethyl^* PY 
yll benzenesulfonamide; 



4 

20 4 



4- 



4- 



4- 



4- 
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4- [5- (4-methyl-l, 3 -benzodioxol-6-yl) -3- 

( trif luoromethyl) -lK-pyrazol-1- 

yl] benzenesulf onamide ; and 
4- [5- (4-methyl-l, 3 -benzodioxol-5-yl) -3- 
( trif luoromethyl ) -lH-pyrazol-1- 

yl] benzenesulf onamide . 

Compound of Claim 2. where trie compound is 
4- [5- (4-mechylphenyl) -3- (trif luoromechyl) -IH-pyrazol-l- 
yl] benzenesulf onamide , or a pharmaceutically-accepcable 
salt, thereof. 

5+ Compound of Claim <2 where the compound is 
4_.r 5- ( 4-chlorophenyl) -3- (dif luoromechyl) - IH-pyrazol-i- 
vl] benzenesulf onamide, or a pharmaceutically- acceptable 
salt thereof. 

^ y Compound of Claim c2 where the compound 
is 4- [5- (3 -f luoro-4-methoxyphenyl) -3- (dif iuoromethyi) - 
iH-pyrazol-l-yl] benzenesulf onamide, or a 
pharmaceutically-accepcable salt thereof. 

7. A compound of Formula I 



R 1 — M 




(I) 



wherein R 1 is phenyl substituted at a substitutable 

position with sulfamyl; 

wherein R 2 is selected from C r C 6 -haloalkyI, cyano, 
carboxyl, Ci-Ce-alkoxycarbonyl , Ci-Cg-carboxyalkyl, amino- 
carbonyl, Ci-C 6 -N-alkylaminocarbonyl , N-arylaminocarbonyl , 
Cl -C 6 -N,N-dialkylaminocarbonyl, Ci-Cs-N-alkyl-N-arylamino- 
carbonyl, c 3 -C 7 -cycloalkylaminocarbonyl and Ci-C 5 -hydroxy- 
alkyl ; 
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wherei 



n R 3 and R 4 together form 



(CH 2 )m % 




— in ; Ts 2 .u=~* ««» — 1 and £ive membered 

wherein A is sex 
heteroaryl; and rad icals selected from halo, 

.herein ^^ tattt . . C.-C^aloal^ , C^- 

ri . Cl0 -aikyi, Ci-ce-ai^v 

wherein aryl ndane biphenyl; 

.etrahydronaphthyl -J^'^^ salt thereof. 
or a pharmaceutical^ 

of Claim 7 wherein R 2 is 
8> compound ot 

selected trai-tluoro-.t*yl. diciaorom «hy 1 . 
m£ltt0 ro»e Wl . fcepcafluoropropyl. 

di fluorochl°romethyl. ^ dich lcro e chy 1 . 

dif luoroe,hyl. d.fluor mechoxvc arbonyl . 

di chlcropropyl. ^ ^ rbo „yl. e «re- 

echoxycarbonyl. isop " . buCOT ycarbonyl . 

bu.oxycarbonyl. ^^^ZonyU acecyl. propionyl. 

isobucoxycarbonyl P-^« isQvaleryl , piV aloyl. 

butyryl. isobucyryl. vale ry n _ 

nexanoyl. -"^-""^y^inocarbonyl. »- 
mechylaminocarbonyl. N- - aminocarbo ny 1 . H- 
isopropyla^i-carbony^ yiamiMcarbonyl . N . tert - 

^ylaminocarbonyl. inoca rbonyl. 
buc yla»inocarbc.nyl, Y N . dim echylamin°carbonyl. H- 
phenylaminocarbonyl. 
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me thy 1-N-ethy laminocarbonyl , N- <3- 
^luoropheny± ) aminocarbonyl , N- ( 4 - 
methy lpheny 1 ) aminocarbonyl , N- ( 3 - 
chloropheny I ) aminocarbonyl , N- ( 4- 
methoxyphenyl) aminocarbonyl , N-methyl-N- 
pheny laminocarbonyl , cyclohexy laminocarbonyl , 
hydroxypropyl , hydroxy me thy 1 and hydroxyethyi ; wherein 
A is selected from phenyl, fury 1 and thienyl; and 
wherein is one or more radicals selected from 
fluoro, chloro, bromo, methylsulf onyl , methyl, ethyl, 
isopropyl, cere -butyl , isobutyl, f luoromethyl , 
dif luoromethyl , trif luoromethyl , chloromethyl , 
dichloromethy 1 , cri chloromethyl , pentaf luoroethyl , 
heptaf luoropropyl , dif luorochloromethyl , 

dichlorof luoromethyl , dif luoroethyl , dif luoropropyl , 
dichloroechyl , dichloropropy 1 , methoxy , methy lenedioxy , 
ethoxy, propoxy, n-butoxy, amino, and nitro; 

or a pharmaceutically-acceptable salt thereof. 

9. Compound of Claim 8 selected from compounds, and their 
pharmaceutical^ acceptable salts, of the group consisting of 

4- [3 - (dif luoromethyl) -4 , 5 -dihydro-7 -methoxy- 1K- 
benz [g] indazol-l-yl] benzenesulf onamide ; 

4- [3 - (dif luoromethyl) -4 , 5 -dihydro-7 -methy 1-lK- 
benz [g] indazol-l-yl] benzenesulf onamide ; 

4- [4 , 5 -dihydro-7 -methoxy -3 - ( trif luoromethyl ) -1H- 
benz [g] indazol-l-yl] benzenesulf onamide ; 

4- [4 , 5-dihydro-3- (trif luoromethyl) -IH-benz [g] indazol- 
l-yl] benzenesulf onamide ; 

4- [4 , 5 -dihydro-7 -methy 1-3- (trif luoromethyl) -1H- . 
benz [g] indazol-l-yl] benzenesulf onamide ; 



methyl [1- ( 4-aminosulf onylphenyl) -4 , 5 -dihydro-7 - 

methoxy- IH-benz [g] indazol-3 -yl] carboxylate; and 

4- [4 , 5-dihydro-3-trif luoromethyl- 1H- 

thieno[3 , 2 ,g] indazol-l-yl] benzenesulf onamide . 
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10. A compound of Formula I 




(I) 



wherein R 1 is selected from phenyl, naphthyl, biphenyl, 
and five- or six-membered heteroaryl, wherein R 1 is 
substituted at a substitutable position with one or more 
radicals selected from halo, Ci -Cio _alk y 1 ' C]_-C5-alkoxy , 
hydroxyl and -C6-haloalkyl ; wherein R 2 is selected from 
C 1 -C6-haloalkyl ; wherein R 3 is hydrido; and wherein R 4 is aryl 
substituted at a substitutable position with sulfamyl; 

wherein aryl wherever occuring means phenyl, naphthyl, 
tetrahydronaphthyl , indane , biphenyl ; 

or a pharmaceutically-acceptable salt thereof. 

- 11. Compound of Claim 10 selected from compounds, and 
their pharmaceutically acceptable salts, of the group 
consisting of 

4- [1- ( 4-f luorophenyl) -3- ( trif luoromechy 1 ) -lH-pyrazol- 

5-yl] benzenesulf onamide; and 
4- [1- ( 4 -me thoxypheny 1 ) -3- ( trif luoromechy 1 ) -iH-pyrazol- 

5-yl] benzenesulf onamide . 



12. A compound of Formula II 




wherein R 2 is selected from hydrido, Ci-C^Q-alky! , 
Cx-Cg-haloalkyl , Ci -Ce-alkoxycarbonyl , cyano , carboxyl , 
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Cl -C 6 -cyanoalkyl, aminocarbonyl , d-C 6 -alkylaminocarbonyl, 
C 3 -C 7 -cycloalkylaminocarbonyl, aryl aminocarbonyl, d-C 6 - 
carboxyalkylaminocarbonyl, d-Ce-aralkoxycarbonyl-Ci-CiQ- 
alkylaminocarbonyl, Cl -C 6 -aminocarbonylalkyl , Cl -C 6 -carboxy- 
alkyl, Ci-Cg-alkoxycarbonylcyanoalkenyl and. C^Cq- 
hydroxyalkyl ; 

wherein R 3 is selected from hydrido, d-Cio-alkyl, cyano, 
Cl -C 6 -hydroxyalkyl, C 3 -C 7 -cycloalkyl , Cl -C 6 -alkylsulf onyl and 
halo; and 

wherein R 4 is selected from aryl-C 2 -Ci 0 -alkenyl, aryl, 
C 3 -C 1C rcycloalkyl, C 3 -Ci 0 -cycloalkenyl and heterocyclic; 
wherein R 4 is_ optionally substituted^ a substitutable . 
position with one or more radicals selected from halo, d-C 6 - 
alkylthio, d-Ce-alkylaulfonyl, cyano, nitro, Cl -C 5 -haloalkyl , 
d-do-alltyl. hydroxyl, C 2 -C 5 -alkenyl , d-C 6 -hydroxyalkyl , 
carboxyl, C 3 -C 7 -cycloalkyl , d-C 6 -alkylamino, d-Cio-di- 
alkylamino, d-C 6 -alkoxycarbonyl , aminocarbonyl, d-C 5 -alkoxy , 
d-C 6 -haloalkoxy, sulfamyl, five or six membered heterocyclic 
and amino; wherein aryl wherever occuring means phenyl, 
naohthyl, tetrahydronaphthyl , indane, biphenyl; 

" Provided R 1 and R 3 are not both hydrido; further provided 
that' R 2 is not carboxyl or methyl when R 3 is hydrido and when 
R 4 < s phenyl; further provided that R 4 is not triazolyl when 
R 2 is methyl; further provided that R 4 is not aralkenyl when 
r2 is carboxyl, aminocarbonyl or ethoxycarbonyl ; further 
provided that R 4 is not phenyl when R 2 is methyl and R 3 is 
carboxyl; further provided that R 4 is not 4-chlorophenyl" when R 2 - is 
methyl and R 3 is bromo; further provided that R* is not unsubstituted 
thienyl when R 2 is trif luoromethyl ; 
or a pharmaceutically-acceptable salt thereof. . 

13. Compound of Claim 12 selected from compounds, and 
their pharmaceutically-acceptable salts, of the group 
consisting of 
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4- 



4- 



4- 



4- 



& - 



4- 



4- 



4- 



4- 



4- 



4- 



5 - ( 4 -chloropheny 1 ) -3 - { trif luoromethyl ) - IH-pyrazol -1 

yl] benzene sulfonamide ; 
5 -phenyl -3 - ( trif luoromechyl ) -lH-pyrazol-1- 

yl] benzenesulf onamide ; 
5- ( 4 - f luorophenyi ) -3- ( trif luoromethyl ) - IH-pyrazol -1 

yl] benzenesulf onamide ; 
5- ( 4-methoxyphenyl) -3- (trif luoromethyl ) -IH-pyrazol- 

1-yl] benzenesulf onamide ; 
5- (4 -chloropheny 1) -3- (dif luoromethyl) -lH-pyrazol-1- 

yl] benzenesulf onamide ; 
5- ( 4-methylphenyl) -3- ( trif luoromethyl } -IH-pyrazol-l 

yl] benzenesulf onamide ; 

4 - chloro-5- ( 4 -chloropheny 1) -3- ( trif luoromethyl ) -1H- 
pyrazol-1 -yl ] benzenesulf onamide ; 

3 - (dif luoromethyl ) -5- (4-methylphenyl) -IH-pyrazol-l- 

yl] benzenesulf onamide ; 
3 - (dif luoromethyl) - 5 -phenyl -lH-pyrazol-1- 

yl] benzenesulf onamide; 
3 - (dif luoromethyl) -5- (4-methoxyphenyl) -IH-pyrazol- 1 

yl] benzenesulf onamide ; 
3 -cyano-5- ( 4- f luorophenyi ) - iH-pyrazol- 1- 

yl] benzenesulf onamide ; 

3- (dif luoromethyl) -5- (3 -fluoro- 4-methoxyphenyl) -1H- 
pyrazol - 1 -y 1 ] benzenesulf onamide ; 

5- (3-f luoro-4-methoxyphenyl) -3- ( trif luoromethyl) -1H 
pyrazol-l-yl] benzenesulf onamide ; 

4 - chloro-5 -phenyl- IH-pyrazol -1- 
yl] benzenesulf onamide ; 

5- (4 -chloropheny 1) -3- (hydroxymethyl) -IH-pyrazol -1 - 
yl] benzenesulf onamide ; and 

5- (4- (N, N-dime thy lamino) phenyl) -3- ( trif luoromethyl ) 
IH-pyrazol-l-yl] benzenesulf onamide . 
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14- A pharmaceutical composition comprising a therapeuti- 
cally-ef f ective amount of a compound and a pharmaceutically- 
acceptable carrier or diluent, said compound selected from a 
family of compounds according to any of claims 1 to 13. 

15. Use of a compound according to any of claims 1 to 13 
for preparing a medicament for treating inflammation or an 
inflammation-associated disorder in a subject. 

16. The method of Claim 15 for use in treatment of 
inflammation . 

17. The method of Claim 15 for use in treatment of 
an inflammation-associated disorder. 

18. The method of Claim 17 wherein the inflammation- 
associated disorder is arthritis. 

19. The method of Claim 17 wherein the inflammation- 
associated disorder is pain. 

20. The method of Claim 17 wherein the inflammation- 
associated disorder is fever. 
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